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Box No. I Basis of the report 

1. With regard to the language, this report is based on the international application in the language in which it was 
filed, unless otherwise indicated under this item. 

□ This report is based on translations from the original language into the following language , 
which is the language of a translation furnished for the purposes of: 

□ international search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 12.4) 

□ international preliminary examination (under Rules 55.2 and/or 55.3) 

2. With regard to the elements* of the international application, this report is based on (replacement sheets which 
have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this 
report as "originally filed" and are not annexed to this report): 



Description, Pages 

1 -23 as originally filed 
Claims, Numbers 

1 -22 as originally filed 
Drawings, Sheets 

1 yB-8/8 as originally filed 

□ a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): _ 

□ any tablets) related to st^n&TIBmblqXiWX" 

4. □ This report has been established as if (some of) the amendments annexed to this report and listed below 
had not been made, since they have been considered to go beyond the disclosure as filed, as indicated in the 
Supplemental Box (Rule 70.2(c)). 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may be marked "superseded. " 
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Box No. ill Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
S claims Nos. 1 ,2, 1 9-22, in part, 

because: 

□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 

S the description, claims or drawings (indicate particular elements below) or said claims Nos. 1 ,2,1 9-22 are so 
unclear that no meaningful opinion could be formed (specify): 

see separate sheet 

H the claims, or said claims Nos. 1 ,2,1 9-22 are so inadequately supported by the description that no 
meaningful opinion could be formed. 

□ no international search report has been established for the said claims Nos. 

□ the nucleotide and/or amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: 

the written form □ has not been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 

□ does not comply with the standard 

□ the tables related to the nucleotide and/or amino acid sequence listing, if in computer readable form only, do 
not comply .with theiechnical. requirements provided fot.iaAnnex_Cdb/sjof. the. Administrative Instructions. 

□ See separate sheet for further details 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-22 

No: Claims 

Inventive step (IS) Yes: Claims 3-18 

No: Claims 1,2,19-22 

Industrial applicability (IA) Yes: Claims See separate sheet 

No: Claims 

2. Citations and explanations (Rule 70.7): 
see separate sheet 
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The application concerns therapeutic combinations of atypical antipsychotics and 
mGlu2/3 receptor agonists, for use in the treatment of psychiatric disorders. 

Re Item III 

Non-establishment of opinion with regard to novelty, inventiv e step and industrial 
a pplicability 

1 . An International Search Report was drawn up for the present set of claims, as far 
as the subject matter included therein is sufficiently defined and supported by 
(further) claims and by examples, with due regard to the general idea underlying 
the application as provided by the description. For subject matter of the present 
application excluded from the search on this basis, no opinion with regard to 
novelty and inventive step is included in this preliminary examination. 
The following is a specification of the reasons for possible exclusion of part of the 
application's subject matter from search and thus from preliminary examination: 

1 .1 Present claims 1 , 2 and 19-22 relate to compositions and methods involving an 
extremely large number of possible compounds by way of the term "atypical 
antipsychotic". Due thereto, a lack of clarity (and/or conciseness) within the 
meaning of Article 6 PCT arises. 

1 .2 Furthermore, the same claims relate to compositions and methods involving a 
compound defined by reference to a desirable characteristic or property, namely 
agonism of the mGlu2/3 receptor or, in other words, allosterically enhancing 
receptor activity for mGlu2 or mGlu3. 

Th^cjajms coverjall I . compounds having.this.ch^acterjMic or. property, whereas 

the application provides support within the meaning of Article 6 PCT and/or 
disclosure within the meaning of Article 5 PCT for only a very limited number of 
such compounds. 

Independent of the above reasoning, the claims also lack clarity (Article 6 PCT). A 
compound cannot be sufficiently described by its mechanism of action and/or its 
pharmacological profile. 

1 .3 Consequently, the International Search was carried out for those parts of the 
claims which appear to be clear (and/or concise), supported and disclosed, 
namely those parts relating to the compounds specifically defined in the further 
claims and examples, with due regard being given to the description (especially 
pages 5 and 7, line 25 - 9, line 26). 
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1.4 The main claims of the present application define the compounds for which 

protection is sought as "atypical antipsychotics" and "mGlu2/3 receptor agonists". 
The following is a further elaboration of points 1.1 and 1 .2 above: 
The above definitions pose an undue burden on those seeking to ascertain the 
scope of the protection conferred by these claims, since the application does not 
provide identification of all known compounds that could possibly fall within the 
claimed scope defined by the two definitions. Furthermore, to ascertain the scope 
of the claims would be not only an undue burden, but logically impossible in view 
of compounds yet to be invented that might fall within the scope of the above 
definitions. 

However, a skilled person should be enabled by the claim to achieve the 
envisaged result over the whole ambit of the claim without undue difficulty. 
Therefore the present claims having a non-ascertainable scope of protection are 
not considered to be allowable under Art. 5 (and 6) PCT. 

2. Claims 2, 4, 6, 8, 10, 12, 14, 1 6, 18, 20 and 22 relate to subject-matter considered 
by this Authority to be covered by the provisions of Rule 67.1 (iv) PCT. 
Consequently, no opinion has been formulated with respect to the industrial 
applicability of the subject-matter of these claims (Article 34(4) (a)(i) PCT). 

In as far as the above objections could be envisaged to be overcome, the resulting 
searched subject matter gives rise to the following objections to patentability under the 
PCT: 



Re Item V 

Reasoned statement with regard to novelty, invent ive step or industrial 
ap plicability: citations and explanations supporting such statement 

For the assessment of the present claims 2, 4, 6, 8, 10, 12, 14, 16, 18, 20 and 22 on 
the question whether they are industrially applicable, no unified criteria exist in the PCT 
Contracting States. The patentability can also be dependent upon the formulation of the 
claims. The EPO, for example, does not recognize as industrially applicable the 
subject-matter of claims to the use of a compound in medical treatment, but may allow, 
however, claims to a known compound for first use in medical treatment and the use of 
such a compound for the manufacture of a medicament for a new medical treatment. 
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Reference is made to the following documents: 

D1 : ROWLEY ET AL: 'Current and novel approaches to the drug treatment of 
schizophrenia' JOURNAL OF MEDICINAL CHEMISTRY, vol. 44, no. 4, 15 
February 2001 , pages 477-501 , XP001 161255 

D2: US-A-5 955 459 (SHASHOUA VICTOR E ET AL) 21 September 1 999 

D3: AGHAJANIAN AND MAREK: 'Serotonin-glutamate interactions: a new target for 
antipsychotic agents' NEUROPSYCHOPHARMACOLOGY, vol. 21, no. Suppl. 6, 
December 1999, pages S122-S133, XP001 161252 

D4: CARTMELL ET AL: 'Acute increases in monoamine release in the rat prefrontal 
cortex by the mGlu2/3 agonist LY379268 are similar in profile to risperidone, not 
locally mediated, and can be elicited in the presence of uptake blockade' 
NEUROPHARMACOLOGY, vol. 40, no. 7, June 2001, pages 847-855, 
XP001 161251 

D5: OSSOWSKA et al: 'The role of glutamate receptors in antipsychotic drug action' 

AMINO ACIDS vol. 19, 2000, pages 87-94, XP8020036 
D5 was not cited in the international search report. A copy is appended hereto. 

NOVELTY 

In view of the available prior art under Rule 64.1 PCT, the present set of claims appears 
to be novel (Art. 33.2 PCT). 

INVENTIVE STEP 

3. Based on D1 , which is considered to represent the closest state of the art, and 

also based on D2-D 4, the separate use of atypical antipsychotics ("A"). and. 

mGlu2/3 receptor agonists ("B") seems to be known in treatments of psychiatric 
disorders. 

3.1 According to general patent practice, the combination of two actives A and B in 
the treatment of a certain disease X is not deemed to involve an inventive step if 
the use of A and B in the treatment of X was known separately. In the absence of 
indications to incompatibility of A and B (e.g. undesired interaction), a skilled 
person would expect at least some beneficial effect from the combination of A and 
B in the treatment of X. 

3.2 Such a combination can be regarded as involving an inventive step only if an 
unexpected effect (e.g. synergy) is obtained thereby. In the present case, 
applicant has demonstrated synergistic effects for all specific combinations of 
specifically claimed compounds A and B (figures 1-8, pages 5,8-1 0 of the 
description). 
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3.3 However, in view of the acknowledged differences in molecular structure and 
pharmacological profile of compounds falling within such generally described 
classes as "atypical antipsychotic" (A) and likewise n mGlu2/3 receptor agonists" 
(B), it does not seem likely that such synergistic effects can be expected from all 
possible combinations of compounds A + B. 

3.4 This is confirmed by e.g. D5, which contradicts the earlier positive results with 
LY354740 in models associated with human psychosis and schizophrenia, which 
had been putatively extrapolated towards an antipsychotic role of all compounds 
of the general class of group II glutamate metabotrobic receptors (see D5, page 
92, paragraph 2 and summary). If, under some conditions, some mGlu2/3 
receptor agonists do not have a beneficial effect in models of psychosis and 
schizophrenia, it cannot be expected that these compounds give rise to synergy 
when combined with atypical antipsychotics, either. 

For those combinations where synergy does not occur, the problem posed by the 
application is not solved; in other words, no inventive step is involved. 

3.5 Moreover, a synergistic effect is usually, as well as in the present case, 
considered to occur unexpectedly. To generalize the expectancy of synergy to the 
whole of classes A + B would be tantamount to expecting the unexpected. 

3.6 Based on the above reasoning, present claims 1 , 2 and 19-22 are considered to 
lack an inventive step under Art. 33.3 PCT. 

MINOR OBJECTIONS 

4. Contrary to the requirements of Rule 5.1 (a)(ii) PCT, the relevant background art 
disclosed Jn D^l is not mentione d in the description^ nor is this document identified 



The prior art (Rule 64.1 PCT) does not encompass the document WO021 02768 
(published December 2002). However, this document may become pertinent to 
patentability in a later (regional / national) phase. 
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